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FEN-202 was an open-label study to evaluate the safety and tolerability of BEMA Fentanyl.
Two groups of subjects were eligible for enrollment; those who entered following successful
completion of Study FEN-201, and those who were enrolled directly. A total of 236 subjects
were enrolled in the trial according to the 120-day safety update.

The clinical safety of BEMA Fentanyl was established in three studies of subjects with cancer: a
pharmacokinetic study of subjects with and without mucositis (FEN-l13, 14 subjects), a double­
blind crossover efficacy study in cancer subjects with breakthrough pain (FEN-201, 145
subjects), and a long-term safety in cancer subjects with breakthrough pain (FEN-202, 236
subjects) resulting in a total of 300 opioid-tolerant cancer patients exposed to at least one dose of
study drug in studies FEN-201 and FEN-202. Eighty-one patients who enrolled in FEN-202 had
previously participated in FEN-201. Subjects in FEN-l13 were not required to be opioid
tolerant.

Of the 300 opioid-tolerant cancer patients exposed to study drug, 122 were treated for at least 60
days, and 98 for at least 90 days. Forty-five patients were treated for 180-364 days, and 22 for at
least a year.

Approximately 75,000 doses of BEMA Fentanyl in the dose range of 200 to 2400 J..lg were
administered.

There is no post-marketing data to assess since BEMA Fentanyl is not currently marketed
anywhere in the world.

1.3.2 Efficacy

Evidence for the efficacy of BEMA Fentanyl comes from a single Phase 3 study, FEN-201; A
Double-Blind, Placebo-Controlled Evaluation of the Efficacy; Safety, and Tolerability of BEMA
Fentanyl in the Treatment ofBTP In Cancer Subjects.

The study population was comprised of cancer patients being treated for chronic pain with
around-the-clock opioids and experiencing one to four breakthrough pain episodes per day. The
study consisted of an open-label titration phase where patients determined an effective dose of
study drug, and a double-blind phase during which patients were treated for nine episodes of
breakthrough pain (six with study drug, three with placebo). Placebo doses were to have been
randomly distributed over the double-blind period with one placebo dose inciuded among every
three doses, and at least one active dose between two placebo doses. With each episode of
breakthrough pain, patients were to have taken the next dose in the prespecified sequence, and
record pain intensity and perceived pain relief at specified intervals after each dose of study drug.
The use of rescue medication was to have been recorded.

The primary efficacy endpoint was the summed pain intensity difference 30 minutes after dosing
(SPID 30). The SPID was calculated as a weighted sum of the pain intensity differences (PID)
of all time points at or before the time point of interest. There were multiple secondary
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endpoints including SPID at other time points, pain relief, pain intensity difference, total pain
relief, and global performance.

Overall, the design of study FEN-201, the population, and the primary endpoint are acceptable.
The Division considered submission of a single adequate and well-controlled efficacy study in
the context of previous Agency findings for fentanyl acceptable for this NDA. Although the
duration of the controlled portion of the study was short, this is considered an adequate
evaluation for efficacy for this type of product in a cancer population, particularly as dosing can
be adjusted as needed.

The results of study FEN-201 support the efficacy of BEMA Fentanyl for the management of
BTP in patients with cancer who are on around-the-clock opioids for chronic pain and are opioid
tolerant. Both the Applicant's analysis of the primary endpoint and that of the Agency's
statistical reviewer (Dr. Joan Buenconsejo) showed there was a statistically significant difference
(p < 0.05) between BEMA Fentanyl and placebo for the SPID30. The SPID30 (LS mean ± SE)
was 47.9 ± 3.87 for BEMA Fentanyl and 38.1 ± 4.30 for placebo. The difference in LS mean
SPIDs between BEMA Fentanyl and placebo was 9.74 (95% CI: 3.31, 16.18).

Although several secondary endpoints were studied and analyzed, the Applicant did not apply a
multiplicity adjustment, and they are therefore considered exploratory. However, the results of
the analyses of the secondary endpoints are supportive ofthe primary endpoint and the finding of
efficacy for BEMA Fentanyl compared to placebo.

The SPill values for BEMA Fentanyl differ significantly from placebo starting with SPIDI5,
however the onset of action of BEMA Fentanyl cannot be accurately determined from this
information. Pain relief was not assessed during the trial using the double stop-watch method
(measuring time to "perceptible" pain relief and "meaningful" pain relief), so that the true onset
of action of the drug was not measured during Study FEN-201, and no claims may be made
regarding time to onset of pain relief.

The efficacy findings for BEMA Fentanyl appear consistent with those for Fentora and Actiq,
however there are important differences in bioavailability between the three products that are the
source of potential safety concerns.

1.3.3 Safety

The clinical safety ofBEMA Fentanyl was established in three studies of subjects with cancer: a
pharmacokinetic study of subjects with and without mucositis (study FEN-113, 14 subjects); a
double-blind crossover efficacy study in opioid-tolerant cancer subjects with breakthrough pain
(FEN-201, 145 subjects); and a long-term safety study in cancer subjects with breakthrough pain
(FEN-202, 236 subjects). .

The safety database submitted by the Applicant in the120-day safety update was comprised of
300 opioid-tolerant cancer patients exposed to at least one dose of study drug (Subjects from
FEN-I13 were analyzed separately). Of these, 122 were treated for at least 60 days, and 98 for
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